NMHCTPYKIMA

1O MEJUITMHCKOMY ITPUMEHEHUNIO JIEKAPCTBEHHOI'O ITPEITAPATA

IOPEKC® Cusienagu

Perucrpanuonnbiii Homep: JII1-Ne(002426)-(PT"-RU)

Toprosoe nanmenopanue: DOOEKC® Cunnenadun

Memyﬂapouﬂoe HENMATCHTOBAHHOC HAMMCHOBAHHUC: CI/IH,ZleHa(l)I/IH

JlekapcTBenHas popMa: TaOICTKH, TOKPHITHIE TUICHOYHON 000JI0YKOM

CocraB

1 maobnemxka npenapama cooeprcum:
Heticmeyrouee seujecmso:

Cunnenaduia nutpar

(B mepecuere Ha cUIeHA(I)
Bcnomozamenvhvie eewjecmea:

[enmrosi03a MUKpOKpUcTanyeckas tum 102
Kanbuwus rugpodocdar

Kpaxman npexenaTnHU3UPOBAaHHBIN KYKYpPY3HBIH
Marnus creapat

Kpockapmenno3a Hatpust

Kpemuus 1uokcu KomaouIHbINH

Cocmas obonouku:

['unpomenosa (ruIpOKCUTTPONUIMETHIILIEIIIIOI03a)
Maxporon 4000 (monustunenriankons 4000)
Turana nMokcux

[Tonucop6ar-80

Tanpk

Kpacutens xeneza OKCUI KpaCHBIH

Kpacurens xeneza OKCU KEAThIN

50 mr

- 70,25 mr

(50,00 mr)

- 126,37 mr
- 41,25 mr
- 27,50 mr
-4,13 mr
-2,75 mr
-2,75Mr

- 4,30 mr
- 0,86 mr
- 2,58 Mr
- 1,29 mr
-0,86 mT
- 0,02 mr

- 0,09 mr

100 mr

- 140,50 mr

(100,00 mr)

- 252,74 mr
- 82,50 mr
- 55,00 mr
- 8,26 Mr

- 5,50 mr

- 5,50 mr

- 8,60 mr
- 1,72 mr
-5,16 M
-2,58 Mr
- 1,72 mr
- 0,04 mr

-0,18 mr



Onucanue
Tabnerku Kpyrible, IBOSIKOBBIIYKJIBIC, IOKPBITHIC IUICHOUYHOW 000J04YKOW oOT OJenHo-
OpaH)KEBOT'O C PO30BATHIM OTTEHKOM JI0 OJIEAHO-KOPUYHEBOTO C PO30BATHIM OTTEHKOM I[BETA; HA

IIOIIEPECUYHOM pa3pe3€ AApo OT oesoro J0 IIOYTH Oemoro OBCTA.

dapmakoTepaneBTHYECKasi TPyNna

CpencTBo seueHus 3peKTuIbHON qucynkun — ®J135-unrudéurop
Koa ATX: GO4BEO3

dapmakoJIornyecKue CBoiicTBa

Dapmakoounamuxa

Cungenadun  —  CENIGKTHBHBIH ~ WHTHOMTOP  IUKIMYECKOr0  TyaHO3MHMOHOQocdara
(I M®)-cnienmduaeckoit hocdoaudcrepassbl 5-ro Tuna (GID5).

Peanuzanus Gpu3n0ONIOruuecKoro Mexanms3ma 3peKiuu CBs3aHa ¢ BHICBOOOK/IEHHEM OKCHIA a30Ta
(NO) B KkaBepHO3HOM Teje€ BO BpeMs CEKCYaJbHOW CTHMYJISIIIUH. DTO, B CBOIO OdYEpPEilb,
NPUBOIUT K yBenu4eHUio ypoBHA ul M®, mocieayromeMy pacciabieHHIO TIaJIKOMBIIICYHON
TKaHHM KaBEPHO3HOTO TeJa U YBEIIMYCHUIO TPUTOKA KPOBH.

Cungenadun He OKa3blBaeT MPSMOT0 pacclablsomero JIeHCTBUS Ha H30JIMPOBAHHOE
KaBEepHO3HOE TeNO0 4YejaoBeka, HO ycuiauBaeT 3ddext okcuma asora (NO) mocpeacTBom
uHruouposanusa @135, koTopas oTBeTCTBEHHA 3a pacnaja ul Md.

Cunnenadu cenektuBeH B otHomeHun PJ[D5 in vitro, ero aktuBHOCTH B oTHOmIeHHH DJD5
MPEBOCXOUT AKTUBHOCTh B OTHOIIIEHUU JAPYTUX M3BECTHHIX M30(hepMeHTOB docdoaudcTepasbl:
®J[96 — B 10 pa3; /121 — 6omnee uem B 80 paz; O[22, O34, OAD7-OAD11 — Honee yem B
700 pa3. Cunnenadun B 4000 pa3 Goisee cenexktuBeH B oTHoueHHH DJ[DS5 1Mo cpaBHEHHUIO C
®JI33, uro uMeer BaxkHewIee 3HadYeHHE, MOCKoJIbKy DJ[D3 sBnseTCs OJHUM M3 KITFOYEBBIX
(bepMEHTOB perymsIuu COKPaTUMOCTH MUOKap/Ia.

Oobazamenvuvim  ycioeuem Ippekmuenocmu cunoenauna AeAAEMCA  CEKCyanbHas
CIUMYIAYUSA.

Cuneradut BOCCTaHABIIMBACT HAPYIICHHYIO dPEKTIIIBHYIO (DYHKITUIO B YCIIOBUSX CEKCYaTbHOM
CTUMYJISIIUY 32 CUET YBEITUYCHUS MPUTOKA KPOBU K KaBEPHO3HBIM TEJIaM IOJIOBOTO UJICHA.
Dapmakokunemuka

dapMakoKHHETHKA cHyIeHadHiIa B peKOMEHIYEMOM JTHana3oHe 103 HOCUT JIMHEWHBIH XapakTep.
Bcacvisanue

[Tocne mpuema BHYTpH cuiigeHadui1 ObICTPO BcachiBaeTcs. AOCOTMIOTHAs OMOAOCTYIHOCTH B
cpenHeM cocraBisieT okoso 40 % (ot 25 % mo 63 %). In vitro cunaeHadun B KOHIEHTpALUH

okomo 1,7 ur/mn (3,5 HM) nopasmsier aktuBHOCTH /D5 uenoeka Ha 50 %. Ilocne



OJIHOKpaTHOTro mnpuema cuijneHaduna B no3e 100 Mr cpenHss MakCUMalbHas KOHIICHTpAIUS
cBoOoaHOTO criieHaduna B miazmMe KpoBH (Cmax) MYKYHH cocTaBiseT okoio 18 ur/mi (38 HM).
Chmax TIpU TIpreMe cuiieHaduIa BHyTPh HATOIIAK JOCTUTACTCS B CpeHEM B TeueHue 60 MuH (0T
30 mun g0 120 mwuH). [Ipu npueme B COYETaHWHU C KUPHOW MHUIIEH CKOPOCTh BCACHIBAHMS
cHmxkaercs: Cmax YMEHbIIAETCAd B cpeaHeM Ha 29 %, a BpeMs JOCTHKEHHS MaKCHUMAJIbHOU
KoHIEeHTpauu# (Tmax) yBennumuBaercss Ha 60 MHH, OJIHAKO CTENEHb abCOpOIMU TOCTOBEPHO HE
usMeHsiercs  (IWIomaab 1moa  (GpapMaKOKMHETHYECKOW KpuBoi KoHueHTparus-spems (AUC)
cHmxkaercs Ha 11 %).

Pacnpeoenenue

O06mwem pacripenienieHus cuiieHaduia B paBHOBECHOM COCTOSIHUM COCTaBJsieT B cpenHeM 105 .
Cesi3p cuizeHaduia M €ro OCHOBHOTO LHUPKYJIHpyromero N-IeMEeTWIBHOTO MeTaboimTa ¢
OenkaMM MJa3Mbl KPOBU COCTaBISIET OKoJO 96 % M He 3aBHCUT OT OOIed KOHIICHTpaluu
npenapata. Menee 0,0002 % no3sl cuiigeHaduna (B cpeqaem 188 Hr) oOHapyX eHO B criepme
yepe3 90 MUH 10CIe MpueMa rpenapara.

Memabonuzm

Cungenadun metabonu3upyercs, TIaBHbIM 00pa3oM, B MEUYEHU MOJ JEeHCTBUEM H30(epMeHTa
CYP3A4 (ocuoBhoil mytb) u uzodepmenta CYP2C9 (momomuutenbHblil myTh). OCHOBHOI
UPKYJIUPYIOIMIMNA aKTHUBHBIA MeTaboiuT, oOpasyroumiics B pe3yiabrare N-IeMeTHIUPOBAHHSA
cungeHaduia, TMoABepraeTcs AanpHememy meradbonnsmy. CeneKTHBHOCTH JEHCTBHS 3TOTO
MeTtabonuta B otHomenud PJ[D comocraBuMa ¢ TakoBOW cuuigeHaduia, a ero akTUBHOCTh B
otHotrenun MJID5 in vitro coctasisier okoso 50 % aktuBHOCTH cuiaeHaduna. KoHieHTparus
MeTaboiMTa B IUIa3Me€ KpPOBH 3JI0POBBIX JTOOpPOBOJIBIIEB cocTaBisiiia okoido 40 % ot
KOHIEHTpauuu cuwineHapuna. N-IeMeTHWIbHbI MeTaOoNUT MojABepraercs AajbHEeHIeMy
MeTabonu3My; epro/ ero nonyBbiBeaeHus (T1/2) cocTaBiseT 0koyo 4 4acoB.

Buviseoenue

O6muii kmpeHc cuiaeHadmia coctariusier 41 y/gac, a koHeunbi Ti2 — 3-5 wacos. Ilocie
npueMa BHYTpPb, TaK K€ KaK MOCJIe BHYTPUBEHHOT'O BBEACHUS, CHIIICHA(PUI BBIBOJUTCS B BUJE
MeTabONIUTOB, B OCHOBHOM KHIIEYHHKOM (okoio 80 % mepopalbHO#l 103bI), 1 B MEHbIIEH

cTeneHu novykamu (okoso 13 % mepopaibHON A03bI).

DapmakoKunHemuKa y 0codvlx 2pynn nayuenmos

Toorcunvie nayuenmaol

Y 300pOBBIX TMOXHIBIX TMAIMEHTOB (cTapmie 65 IeT) KIMpeHC cuiaeHaduiaa CHUXKEH, a
KOHIIEHTpaIlusi CBOOOMHOTO cuiifieHaduia B miuaMe KpoBH npumepHo Ha 40 % Bbilie, 4em y
Mostoneix (18—45 mer). Bo3pacT He Oka3bIBaeT KIMHMYECKH 3HAYMMOTO BIIMSIHUS HA YacTOTY

BO3HHUKHOBCHUA HEXCIIATCIbHBIX peaKnm‘fI.



Hapywenus ¢pynkyuu novex

[Tpu moyeyHON HEOCTaTOYHOCTH JieTKoi (kiaupeHc kpearnnuHa [KK] 60—89 mn/mun) u cpenneit
(KK — 30-59 mu/mMuH) cTreneHu TshkecTd papMakOKMHETHKA CHIIICHA(HIIA TIOCIEe OJJHOKPATHOTO
npuema BHYTpb B n103¢ 50 Mr He usmensercs. [Ipu modyedHoOMl HETOCTATOYHOCTH TSHKEJIOU
crenenn (KK <30 mn/muH) ximpeHc cuiaeHaduiaa CHHUXKACTCS, YTO HPUBOJUT K NPUMEPHO
nBykpatHomy ysenndeHuto 3HaueHuss AUC (100 %) u Cmax (88 %) 110 cpaBHEHHIO C TaKOBBIMU
NOKa3aTeJsIMH [TPU HOPMAJIbHON (PYHKIIMH MTOYEK y MAI[HEHTOB TOH e BO3PACTHON TPYIIIHL.
Hapywenus ¢pynkyuu nevenu

VY marueHToB ¢ 1uppo3oM nedeHu (ctaauu A u B mo kimaccudukanum Yaiina-I1pr0) kimpenc
cuiigieHaduIa CHIDKAETCS, YTO NpUBOAUT K moBbieHuto 3HaueHuss AUC (84 %) u Cmax (47 %)
10 CPAaBHEHUIO C TAKOBBIMHU MOKA3aTEIAMH IIPH HOPMAIBHON (PYHKITUH ITEYCHU y MAIUEHTOB TON
e Bo3pacTHOM rpynnbel. (dapmakoKMHETHKa cuiieHaduia y MalUEeHTOB C MEYSHOYHOH
HEJOCTAaTOYHOCThI0 TspKenod crenenu (craauss C mo kiaccuduxamuu  Yainna-Ileo) He

U3y4anachb.

IToka3zanus k NPUMEHCHUIO

Jleuenue 3peKTHJ’IBHOﬁ ,Z[I/IC(i)YHKI_II/II/I, XapaKTepI/I3YIOH_IeI710H HECITOCOOHOCTBIO K JOCTHXXCHHUIO
HJIN COXPAaHCHHUIO DPCKIHH IMOJOBOI'O 4JICHA, ,Z[OCT&TO‘IHOﬁ AJIL YAOBJICTBOPUTCIIBHOTO ITOJIOBOTO
aKTa.

DODEKC® Cunnenadu GpeKTUBEH TOIBKO HPU CEKCYaTbHOH CTHMYIISIHH.

IIporuBomnokasanus

['MnepuyyBCTBUTENBHOCTh K CHIIICHA(DUIY W/WINM K JHOOOMY M3 BCIIOMOTATENIbHBIX BEILECTB B
COCTaBe Mpernapara.

IIppuMeHeHre y MalMeHTOB, MONYYarolUuX MOCTOSHHO WM C IEpEpbIBAMHM JOHATOPBI OKCHIA
a30Ta, OpPraHUYeCKUEe HUTPAThl WJIM HUTPUTHI B JIOOBIX (hopMax, MOCKOJIBKY CHiieHa(uI
yCUJIMBAET TUIOTEH3UBHOE JeiicTBUe HUTpaToB (cM. pasaen «BzaummoneiicTBue ¢ apyrumu
JIEKapCTBEHHBIMU CPEACTBAMUY).

CoBMecTHOE npuMeHeHHe uHrHOuTOopoB DJ[DS5, BKimoUas cuifeHaQUs, CO CTUMYISTOPaMH
ryaHWJIAaTUMKIa3bl, TAKUMU KakK pUOLUIYyaT, TaK KaK 3TO MOXET TMPUBOJUTH K
CUMIITOMAaTUYECKON TUIIOTEH3UU.

bezonacHocTh M 3P ¢peKTUBHOCTH cuiieHaduaa MPU COBMECTHOM HIPUMEHEHUU C JIPYTHMMH
CpelCTBaMHU JIEYEHHs] HApPYLWIEHUN DJPEKIMM HE W3y4aluch, IIO3TOMY OJHOBPEMEHHOE
npUMEHEeHHEe OA00HBIX KOMOMHAIMN He peKkoMeHayeTcs (cM. pasaen «Ocolble yKazaHHs»).
[TeueHouHast HEOCTATOYHOCTD TsDKeNOH crenenu (knace C nmo knaccupukanun Yaina-I1sio).

OpnHOBpeMEHHBIN IPUEM PUTOHABHUPA.



[Ipenmapar He cieayeT NPUMEHSATh y MYXYHMH, KOTOPBIM HE PEKOMEHIYEeTCS CeKCyaabHas
AKTUBHOCTH (HampuMep, y MalUEHTOB C TSHKEIBIMH CepACYHO-COCYIUCTHIMH 3a00JIeBaHUSIMH,
TaKUMH KaKk HECTa0WJIbHAs CTEHOKApAMS WM XPOHHMYECKas CepledYHas HEeIOCTaTOYHOCTh
TSDKEJION CTETICHM ).

[lepenecenHble B TeueHUE TMOCIETHUX 6 MecsleB HMHPApKT MHUOKapJa WM HHCYIBT,
KU3HEYTPOXKAIOIINE apUTMHH, aprepuanbHas runorensus (AJl menee 90/50 mm pr. cr.) um
aprepuanbHas runeprensus (Al') — Al 6onee 170/100 MM pr. cT.).

VY nauMeHToB C 3MU30JaMU Pa3BUTHUS HEAPTEPUUTHON MEepeaHEd HIIEMHUYECKON HelpomaTuu
3pUTENILHOTO HEpBa C IMOTeped 3peHHsl B OJHOM TIJja3y, HE3aBUCHMO OT TOrO ObUIM JH 3TH
AIU30/1bI CBSI3aHbI C IPEIbIIYILUM IpUMEeHeHneM uaruoutopa ®J195.

JlMarHoCTHpOBaHHBIE HACIIEACTBEHHBIC 3a00JCBaHMSA CETYATKH, B TOM YHCJIE MHUTMEHTHBINA
petuHHT (cM. pazaen «Ocobble yKazaHUs»).

[To 3aperucTpupoBaHHOMY MOKA3aHUIO CHIIeHAdWT HEe peqHa3HaueH I IPUMEHEHHS y JIeTei
U TIOJPOCTKOB 710 18 Jier.

[To 3aperucTpupoBaHHOMY IIOKa3aHUIO CHJJCHAQWS HE NpEAHA3HAYCH ISl TPUMEHEHUS Yy

SKEHIIUH.

C 0CTOPOKHOCTHIO

AHaromuueckas aedopmarns oJIOBOro WieHa (aHTYJISAIUs, KAaBEPHO3HBIN (HUOpO3 Wit 00JIe3Hb
[leiiponn).

3aboneBaHus, MpeApacHoNaramilie K pa3BUTHIO MpUanu3Ma (CeproBUIHO-KIETOUHAsS aHEMUS,
MHOKECTBEHHAs MHUEJIOMa, IIeHK03, TpoMOouuTeMus). 3aboJjeBaHUs, COMPOBOXKIAIOIIUECST
KPOBOTEUYCHHEM.

SI3BenHas 60JIe3HB JKENMyAKa U IBEHAAIATUIIEPCTHON KHUIIKH B CTAJAHMH 00OCTPEHUS.

[leyeHOUHAs HETOCTATOYHOCTD JIETKOW U CPEAHEN CTETIEHU TSHKECTH.

[Toueunas HemocTaTouHOCTH TsKenon crenenn (KK menee 30 mu/mun).

VY nmanueHToB € SMH30[I0M Pa3BUTHS IEPEAHEN HEApTEPUUTHOM MIIEMHYECKOW HEMpPOIaTUH
3pUTEILHOTO HEPBA B aHAMHE3E.

OnHOBpeMeHHBIH TpreM O6JI0KaTOPOB 0-aIPEHOPELENTOPOB.

IIpumeHeHnne BO BpeMsi 0epeMEHHOCTH M B IIEPHOJL T'PYAHOT0 BCKAPMJINBAHHSA

[To 3aperucTpupoBaHHOMY MOKa3aHUIO MIpenapaT He MpelHa3HayeH JIJIsl IPUMEHEHUS Y )KSHIIUH.
Cnocod npuMeHeHHs U 103bl

BnyTtps.

Pexomenryemast 103a Juist GOJIBIIMHCTBA B3POCIBIX MAIMEHTOB cocTaBisieT 50 Mr MpUMepHO 3a

1 gac A0 CCKcyaHBHOﬁ aktuBHOCcTH. C YUCTOM 3(1)(1)CKTI/IBHOCTI/I " IICPCHOCUMOCTHU [103a MOKCT
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ObiTh yBenmmueHa A0 100 mr wim cHuxeHa 10 25 Mr. MakcumaibHas peKOMEHayeMas 03a
cocrasiseT 100 mr. MakcuMasbHas peKoMeHayeMasi KpaTHOCTh IPUMEHEHUs — 1 pa3 B CyTKH.
[Ipu HeoOXxomumocTH mpHema cuifeHaduiaa B 703€ 25 Mr clieAyeT NPHUMEHSATh IpenapaTsl
cuieHaduiIa Ipyrux MPOU3BOIUTENCH B J03UPOBKE 25 Mr wim 50 MT, UMEIOIIUX PHUCKY IS
JeJIeHUs TabJIeTKU MOTIOJIaM.

Ilpumenenue npenapama 6 0coobIX KTUHUYECKUX SPYRNAX NAYUEHMOG

Y 0demeui u noopocmkos oo 18 1em

[Tpumenenne npenapara DOOEKC® CunneHapun He MOKa3aHO y JeTell M MOJPOCTKOB JI0
18 ner.

Y nootcunvix nayuenmoe

PexomeHayeMass HayangpHas g03a mnpemapata DOOEKC® Cunpesadun mis HalUeHTOB B
BO3pacte OT 65 yet u crapiie — 25 Mr. YuutsiBas 3pPeKTUBHOCTD U MIEPEHOCUMOCTh HayaabHOU
JI03BI, IPU HEOOXOTUMOCTH BO3MOXKHO MOLIAroBoe yBenuueHue 103b1 10 SO mr uinu 100 mr.

Y nayuenmoe ¢ napywenuem ¢hynxkyuu novex

[Tpr mouedHON HEAOCTATOYHOCTH JieTKoi m cpemHert cremenn Tsokectd (KK 30-89 mu/muH)
KOPPEKTUPOBKA 103kl HE TpeOyeTcs, NMpH MOYEYHOW HEIOCTATOYHOCTH TSDKEIOW CTEleHU
(KK <30 mn/mun) — HauanpHas no3a npenapara DOOEKC® Cunaenadun 101KHA COCTABIATH
25 wmr.

Y nayuenmoe c napywenuem ghynkyuu nevenu

[Tockonbky BbIBeeHUE cHieHaduUIa HapyllaeTcs y MAalMeHTOB C MOBPEXKIECHUEM TeueHu (B
YacTHOCTM, TIPH LHUPpO3e), HayandbHas no3a npemapata DPDEKC® Cunpenadun momkHa
COCTaBJISITh 25 MT.

Coemecmnoe npumenenue ¢ Opy2umu 1eKapCmeeHHbIMU CPeOCmeamu

[Ipu coBMecTHOM mpuMeHeHuu ¢ uHruOuTOopamu wuzodpepmenta CYP3A4 (sputpomuriu,
CaKBMHABHp, KETOKOHA30J1, MTPAKOHA30]1) HayanbHas 103a npenapara DOOEKC® Cunnenadun
JIOJIKHA COCTABJIATh 25 M.

UtoObl cBECTH K MHUHHMYMY PHUCK pa3BUTHUS TOCTYPAJIbHOW THUIOTEH3UH Y TMAIMEHTOB,
NPUHMMAIONINX  0-aJpeHo0I0KaTophl, TpueM mnpenapara DPDOEKC® Cungenapun ciemyer
HAYMHATHh TOJBKO TOCJIE JOCTHIKEHHUS CTA0WIM3allMd TEeMOJWHAMHUKUA Yy JTHX TMaI[MeHTOB.

CJ'IC,Z[YCT TAaK¥XKE PaCCMOTPCTh I_ICJICCOO6pa3HOCTL CHI)KEHHUS Ha4aJbHOM J03bI CI/IJ'II[CHa(bI/I.Ha.

ITo6ouHoOE AeiicTBHE

Haubonee wacTbiMu HeXenaTeIbHBIMU DPEAKIMSIMH IPH TNPUMEHEHHHM cuiiieHaduiaa OblIu
rojoBHast 00b M «IpUIWBBY. Kak mpaBuiio, HeXenareabHbIe PEaKlUd OBIBAIOT JIETKOW WK
CpelIHEeM CTeNmeHW TSHKECTH U HOCAT TNpexoAsmmii  xapakrtep. Yactora HEKOTOPBIX

HEXCIIaTCIIbHBIX peaKuan SABIIACTCSA )IOSOS&BPICPIMOﬁ.



Bo3moxkHble HexenaTeNbHbIe peakuu Ha (oHe MPUMEHEHMs CHiIeHa(uIa pacpeaesieHbl Mo
CHUCTEMHO-OPTaHHBIM KJlaccCaM C YKa3aHMEeM YacTOThl HMX BO3HHUKHOBEHHUS COTJIACHO
pexomennaiusam BO3: ouens gacteie (> 1:10); gacteie (> 1:100 u < 1:10); aevactsie (> 1:1000 u
< 1:100); penkue (> 1:10000 u < 1:1000); ouens peakue (< 1:10000).

Hapywenua co cmoponbl UMMYHHOU CUCHEMbl: HEYACTO — PEAKIMH TOBBIIICHHON
YYBCTBUTEIHHOCTH (B T.4. KOXKHAS CBHIMb), AJUIEPTUUECKUE PEAKIIHH.

Hapywenua co cmoponsl opzana 3penusa: 4acTo — 3aTyMaHEHHOE 3pEHUE, HapYLIEHUE 3pEHMUS,
[IMAHOIICUS;, HEeYacTo — 0osib B riazax, ¢gorododus, (oTorcus, XpoMaToIcus, MOKPACHEHUE
CIIM3UCTON OOOJIOUKHU TIJIa3/MHbELIUPOBAHHOCTH CKJIEp, U3MEHEHHE SPKOCTH CBETOBOCHIPUATHS,
MUJpUa3, KOHBIOHKTUBUT, KPOBOM3JIMSIHHEC B TKAaHU TJa3a, KaTapakTa, HapylIeHHUE padOThI
CJIE3HOTO aIllapaTa; PeAKO — OTEeK BEK U MPUJIETAIOIIMX TKaHEH, OILIYIIEHUE CYXOCTH B rja3ax,
HAIUYUE PpAAYXKHBIX KpPYroB B TMOJ€ 3pEHUsS BOKPYI HCTOYHUKA CBETa, IOBBIIICHHAS
YTOMJISIEMOCTb IJ1a3, BUACHHUE MPEIMETOB B XKEITOM I[BETe (KCAHTOIICHSA), BUJCHUE IPEIMETOB B
KPacHOM IIBETE (IPUTPOIICHSI), TUIIEPEMUs] KOHBIOHKTUBBI, PA3APaKEHUE CIM3UCTON 000JIOUKH
rJ1a3, HENPUSATHBIC ONIYIICHUS B TJIa3axX; 4acTOTa HEM3BECTHA — HEAPTEPUMTHAS TMEPETHSS
UIIeMHUYeCcKas HeHpomaTHs 3pUTENILHOTO HEPBa, OKKITIO3HSI BEH CETYATKH, 1e(EeKT Moei 3peHus,
TUIUIONUSI, BPEMEHHAas TMOTeps 3pEHUs WIM CHUXKEHHE OCTPOTHl 3pPEHHS, TOBBIIICHUE
BHYTPHUIJIQ3HOTO JaBJCHUS, OTEK CeTYaTKHU, 3a00JIeBaHUS COCYJOB CETYaTKH, OTCIIOMKaA
CTCKJIOBHJIHOTO TeJIa/BUTPEOPETUHATBHAS TPAKIIUS.

Hapywenusa co cmoponst opeana ciyxa: He4acTo — 00Nb B yIIax, IIyM B yIIax, 3BOH B yIlax,
BHE3AIHOE CHIDKEHUE WM TIOTeps clyXa.

Hapywenua co cmoponst cepoya: HEYaCTO - TaxXUKapAus, OIIYyIIEHUE cepAaleOueHus,
HecTaOWIbHAsI CTEHOKAapIUs, aTPHUOBEHTPUKYJspHas Oyiokana, wHGApKT MHOKapaa, TpoMOo3
COCYJIOB TOJIOBHOTO MO3ra, OCTAaHOBKa CepAlla, OCTpas CepAedYHas HeI0CTaTOUYHOCTb,
oTkioHeHUs B mokazarensx OKI, kapauomuomnartusi; peako — GUOPWILIALUS TMPEACEPAUid,
BHE3aIHas Cep/IeUHas CMEPTh, KEITYJ0UKOBasT apUTMHUSI.

Hapywenusa co cmoponst cocy0og: 4acTo — Ba3oauiatanus («IpUIUBbD» KPOBH K KOXE JIUIA);
HEYaCTO — CHI)KEHHE apTePHAIbHOTO JIaBIICHUS, TIOBHIIICHNE apTePHAIbHOTO 1aBIICHUS.
Hapywenua co cmoponvt Kpoeu u Jaumamuueckoul cucmemvl: HEYACTO — aHEMus,
JIEUKOTIEHUS.

Hapywenus co cmoponst 0o0mena éeusecme u RUManuA: HE4acTo — OIIYIIEHNE KaKIbl, OTEKH,
nojiarpa, HEKOMIICHCUPOBAHHBIN CcaxapHbBIN 1uabeT, TUIepriukeMus, nepudeprudeckue OTeKH,
TUTNEPYPUKEMHUS, TUIIOTJINKEMHSI, TUTIEPHATPUEMUSL.

Hapywenua co cmoponsl OvixamenvHoil cucmemvl, O0peaHo8 2pPYOHOU KI€MKU U

cpeoocmeuuﬂ: JaCTO — 3aJIOKCHHOCTb HOCA;, HEYACTO — HOCOBOC KpPOBOTCUCHHUC, PHHUT,
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OpoHxuWanbHasl acTMa, AUCITHOD, JJAPUHTUT, (PApUHTUT, CHHYCHUT, OPOHXHUT, YBEIHMYCHHE O00BheMa
OTIIESIeMO MOKPOTHI, YCWJICHHE KallUlsl; PEOKO — YYBCTBO CTECHEHUS B TOpIE, CYXOCTh
CJIM3UCTON 00OJIOYKH TOJIOCTH HOCA, OTEK CIM3UCTOI 000I0UKH MOJIOCTH HOCA.

Hapywenusa co cmoponsl >ceiy0oyHo-KUUIeUHO20 MPAKmMa: 4acTo — TOIIHOTA, TUCIENCHS,;
HEYacTo — ractpodsodareanbHas peduirokcHasi 601e3Hb, pBOTa, 00JIb B 00JIACTH KUBOTA, CYXOCTh
CIIM3UCTONH OOOJIOYKM TOJOCTH pTa, TJIOCCHT, THUHTHUBHT, KOJUT, Auc(arvs, TracTpuT,
TacTPOIHTEPHT, I30(arutT, CTOMATUT, OTKIOHEHUE «TICYCHOYHBIX» (PYHKIIMOHAIBHBIX TECTOB OT
HOPMBI, PEKTaJIbHOE KPOBOTEUEHHUE; PEIKO — TUIIECTE3HS] CIIM3UCTOM 000JI0YKY MOJIOCTH PTa.
Hapywenusa co cmoponsl CKeJlemHo-MbluleYHOl U COeOUHUMENbHOI MKAHU: YacTO — 00Jb B
CIIMHE; HEYacTO — MHUAIrus, O0O0JIb B KOHEYHOCTSIX, apTPUT, apTpo3, Pa3pbiB CYXOXKHIUH,
TEHOCHHOBUT, 00JIb B KOCTSIX, MUACTCHHUS, CHHOBHT.

Hapywenusa co cmoponsl nouek u moueepleo0Auiux nymeil: HEYacTO — IHUCTUT, HUKTYpHS,
HeJepKaHUe MOYHU, TeMaTypusl.

Hapywenua co cmoponvt nonogvlx o0peano8 u ZpyoHOIl Jicene3bl: HEYacTO — YBEIMUEHUE
MOJIOYHBIX KeJle3, HapyIICHUE OJSKYISALHUUA, OTeK TCHUTAIWH, aHOpra3Mus, TeMaTOCIIepMUs,
MOBPEXKJACHUE TKAHEH IIOJIOBOTO WIEHA; PEIKO — MPUANU3M H/WIM JAJUTENbHAs JPEKIUs,
KPOBOTEUYEHHE U3 MOJIOBOTO YJICHA.

Hapywenua co cmoponvl HepeHOU cucmempl: OYEHb 4YAaCTO — TOJIOBHAs 0O0jb; 4acTo —
TOJIOBOKPY)KCHHE; HEYaCTO — COHJIMBOCTh, MUTPEHb, AaTaKCHs, THUIEPTOHYC, HEBPAJITHUS,
HeliponaTHs, MmapecTe3usi, TPEMOp, BEPTUTO, CUMOTOMBI JETPECCHH, OECCOHHUIA, HEOOBIYHBIC
CHOBHJICHUS, TIOBBIIIICHHE PEQIIEKCOB, THIECTE3UsI; PEIKO — CYIOPOTH, MOBTOPHBIE CYIOpPOTH,
00MOpPOK, HAapyIIEHHE MO3TOBOTO KPOBOOOPAIIICHHUS, TPAH3UTOPHAS HIIEMHYECKast aTaka.
Hapywenua co cmopouvl Kodxcu U NOOKOMCHBIX MKaHel: HE4YacTO — KOXKHas ChlIlb,
KpanmuBHUIIA, TPOCTOM TepIec, KOXKHBIN 3y, MOBBIIIEHHOE MOTOOTACNIEHUE, U3B3BICHNUE KOXHU,
KOHTaKTHBIM JI€PMATUT, HKC(HONMATHUBHBIN JEPMATHT, YaCTOTa HEU3BECTHA — CHHIPOM
CruBenca-/[>xoHCOHA, TOKCHYECKUH AITUAEPMaTIbHBIN HEeKpon3 (cuHapom Jlaiterna).

Ilpouue: HewacTo — OIIyIICHHWE JXKapa, OTEK JIMIA, Peaknus (OTOYYBCTBUTEIHHOCTH, IIOK,
ACTEeHMsI, TIOBBIIICHHAs YTOMJISIEMOCTb, OONb Pa3IMYHON JIOKAaTU3alluu, O3HOO, ClydaiHbIe
nazieHust, 00Jb B 00J1aCTH TPYTHOM KIIETKH, CIIyYaiHbIE TPABMBI; PEAKO — Pa3ApaKUTEIbHOCTD.
Ocrnooichenusi co CmopoHbl CepoeyHo-coCyOUCMOU CUCTNEMbL

B Xxojie mMOCTperucTparMoOHHOTO TPHMEHEHUs CcuieHaduia I JICYCHUS DSPEKTHIBHON
TUCOYHKIIMM ~ cOOOIMAloCh O  TAaKUX  HEXKENATeNbHBIX  SBICHUSAX, KaK  TSXKeIble
CEpJICYHO-COCYIUCThIE OCTOXKHEHUS (B T.4. MH(APKT MHUOKapaa, HecTaOWIbHAs CTEHOKapus,
BHE3aITHAas CepJeYHas CMEpPTh, IKCIYJOYKOBAsS AapUTMHUS, TEMOPPArHYeCKUd HHCYIIBT,

TpaH3UTOpHAs MIIEMUYECKas aTaka, apTepHalibHasi THUIEPTEH3Us U apTepuaibHasi TUIIOTEH3HS),
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KOTOpBIE HMMEJIM BPEMEHHYIO CBS3b C MpUMEHEHHEeM cuijeHadmia. BoJbIIMHCTBO 3THUX
NAIMEeHTOB, HO HEe BCE M3 HUX, UMENU (PAKTOphl pUCKA CEPIACUHO-COCYAUCTBIX OCIOKHEHUIL.
MHorve U3 yKa3aHHBIX HEXKENATEJIbHBIX SIBJICHUM HAOI0JaIMCh BCKOPE IOCIE CEKCYyalbHOMN
AKTUBHOCTH, M HEKOTOpBIE U3 HUX OTMEYAJIUCh IOCIe MpueMa cuiaeHaduna 0e3 nociaeayromnei
CEKCYaJbHON aKTUBHOCTH.

He npencraBnsieTcss BO3MOKHBIM yCTaHOBUTh HAJIMYUE NPSAMOM CBS3M MEXKIY OTMEYABIIMMUCS
HE)KEJIaTeIbHBIMU SBJICHUSMU M YKa3aHHBIMH WM UHBIMU (aKTOpPaMHU.

Hapywenus co cmoponwl opeana 3penus

B penkux ciaydasx Bo BpeMs IMOCTPETHCTPAIIMOHHOTO MPUMEHEHHS BceX HHruouTopoB OJ[35, B
TOM YHUCIIe CWiIeHaduIa, CoOOmMaN 0 HeapTePUUTHON TIepeIHEeH HIIEMHUYECKON HelpomaTun
sputenbHoro Hepsa (HIIMH3H) - penxom 3a0osieBaHMM M NPUYMHE CHMIXKEHUS WM NOTEpU
3peHusi. Y OONBIIMHCTBA U3 TUX MAIMEHTOB ObUIM (DAKTOPBI pUCKA, B YACTHOCTH, CHIKEHUE
OTHONICHUS AUAMETPOB HKCKABAIIMH U JIMCKA 3PUTEIHLHOTO HEpBa («3aCTOMHBIN AMCK»), BO3PACT
crapme 50 7er, caxapHblii gualeT, THIEPTEH3Ws, WIIeMHUYecKas OOJe3Hb cepala,
THIEPIIMIUAEMUST U KypeHue. B 00cepBallMOHHOM HCCIIEIOBAaHUH OICHWBAIM, CBS3aHO JIH
HeJlaBHee IPUMEHEHHUe mpenapaToB kiacca uHruoutopos ®J135 ¢ octpeim Havanom HITMH3H.
Pesynbrarhl yKka3plBalOT Ha NpUOIM3UTENBHO 2-KpaTHoe moBbimieHue pucka HIIMH3H B
npelenax 5 MepuosioB IONyBbIBeIEHUs mocie npumeHeHus uHrubutopa ®/D5. CormacHo
ONyOJMKOBAaHHBIM JIUTEPATYpHBIM JaHHBIM, TOAWYHAs 4acTtoTa Bo3HUKHOBeHust HITMH3H
cocrapmusieT 2,5-11,8 cinyuyaeB Ha 100 000 myxuuH B Bo3pacte > 50 neT B oOuIeil mOmyIsuu.
CrnenyeTr peKOMEHI0BaTh NALMEHTaM B CIydac BHE3AITHOM MOTEPHU 3PEHUS IPEKPATUTDH TEPAIUIO
cuijieHaduIOM M HEMEIJIEHHO MPOKOHCYJIbTUPOBAThCS C BpadyoM. JIMia, y KOTOPBIX yxke ObLI
cinyyait HITMH3H, umerot noseimenusiii puck peuunusa HITMH3H. Tloatomy Bpauy ciemyer
0oOCYIUTh JAaHHBIM PUCK C TaKUMH MallUEHTaMH, a Takke OOCYIUTh ¢ HUMH IMOTEHIUAIbHBIN
IIaHC HeOIaronpusATHOro Bo3zaewcTBus nHruouropoB ®J135. Muruburopsr /135, B TOM uncne
cuijieHadui, y TAKMX MaUEHTOB CIeAyeT MIPUMEHATh C OCTOPOKHOCTBIO U TOJIBKO B CUTYalIMSIX,
KOIZla OKuJaeMasi 1oJib3a NEPEBEIINBAET PHUCK.

[Tpu ucnonp3oBaHuU cuifeHaduiIa B 103axX, MPEBBIIIABIINX PEKOMEHyeMble, HeXKeJlaTelIbHbIe

peaknuun ObLIH CXOOAHBIMH C OTMCUCHHBIMH BBIIIIC, HO 00BIYHO BCTpCHAIMCH Yallle.

Ilepeno3upoBka

Cumnmombnl

[Tpu ogHOKpaTHOM mpueme cuigeHaduia B go3e A0 800 Mr HexenaTeNbHBIE PEeaKIUHU ObLTH
TaKUMH Ke, KaK U MpHu npueme cuineHadunaa B 001ee HU3KHX /033X, HO BCTPEYATUCH Yalle.
[Ipumenenue m0361 200 Mr HE TPHUBOAWIIO K TOBBIMICHUIO A()PEKTUBHOCTH, OJHAKO YACTOTA

HEXCIIaTCIIbHBIX peaKHI/Iﬁ (FOJ’IOBHaf{ 60.]'[1), (IIPUTIUBED», TOJOBOKPYXCHUC, TUCIICIICHUA,
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3aJI0)KEHHOCTh HOCA, HAPYIIICHUE 3PEHUS) YBEIIMUUBAIIACh.
Jlewenue
Jledenue cumMnromaruueckoe. ['eMoamanus HE YCKOpSET KIMPEHC CuiaeHaduia, Tak Kak

HOCJ'IG,I[HI/II‘/'I AKTHUBHO CBSI3BLIBAETCS C O€JIKaMu IIa3MbI U HE BBIBOAUTCA ITIOYKaMMU.

B3aumopeiicTBue ¢ APYTHMHU JIeKAPCTBEHHBIMH CPeICTBAMH

Bnusinue opyaux nexapcmeenHuvix npenapamos Ha hapmakoKuHemuxy cunoenaguia
Metabonu3m cuineHaduia MPOUCXOAUT B OCHOBHOM Mo AeiictBueM m3opepmenta CYP3A4
(ocnoBHOH myTh) M1 CYP2C9, m0o3TOMY MHTHOMTOPBI 3TUX HM30()EPMEHTOB MOTYT YMEHBIIHTH
KJIMpEHC cuiieHaduia, a MHIYKTOPbl, COOTBETCTBEHHO, YBEJIMYUTh KIUPEHC CHJAeHaduiIa.
OTMeUYeHO CHI)KEHUE KIIMpeHca CriiaeHaduiIa mpu 0JJTHOBPEMEHHOM IPUMEHEHUN WHTHOUTOPOB
nzopepmenta CYP3A4 (keTokoHa3oj, 3puUTpoMHULMH, uuMmetuauH). [umeruaun (800 wmr),
Hecrienuuyeckuit uHruburop wusodepmenra CYP3A4, mnpu coBMecTHOM mpueme ¢
cuigeHaduiaoM (50 Mr) BeI3bIBaeT MOBBIIIEHUE KOHIIEHTPALMHU cHilieHaduia B miaasme Ha 56 %.
Opnnokparueiid npuem 100 mMr cunneHaduia coBMECTHO ¢ dpuTpoMuIHOM (1o 500 Mr/cyTku
2 pa3a B JIeHb B TeueHHE 5 JHell), cneunpudeckum uHruoutopom mzodepmenta CYP3A4, na
(GoHE [OCTM)KEHHUS IIOCTOSIHHOM KOHIIEHTPAlUMH OSPUTPOMMIMHA B KPOBH, IPHUBOJUT K
yBemuueHuto AUC cunnenaduna nHa 182 %. Ilpm coBMecTHOM mpueme cuiaeHaduina
(omnokpatHo 100 wmr) um caxBuHaBupa (1200 wmr/mens 3 pa3a B JeHb), HHTHOHUTOpA
BUY-nporeaszsr u nzopepmenta CYP3A4, na (oHe AOCTHIKEHHS MMOCTOSHHON KOHIEHTPAIUU
cakBUHaBHpa B KpoBU Cmax cuiieHadmia nossimanack Ha 140 %, a AUC yBenuuuBanach Ha
210 %. Cunnenadgun He oOKa3blBaeT BIMSIHHSA Ha (apMaKOKHMHETUKY CakBHHaBHpa. boinee
cuibHble HHTUOUTOPH! M30depmenta CYP3A4, takue kak KETOKOHA30J M UTPAKOHA30J, MOTYT
BBI3bIBaTh U 00Jie€ CUIIbHBIE U3MEHEHUS (DapMaKOKWHETUKHU cuiiieHaduia.

OpnnoBpemeHHOe mpuMeHeHue cuiaeHaduna (onxHokparHo 100 mr) u putonasupa (mo 500 mr
2 paza B cyTKkH), uHruoutopa BUY-nporeassl 1 CHIBHOTO MHTMOUTOPA U30()EPMEHTOB CUCTEMBbI
nuroxpoma P450, Ha (oHE MOCTMKEHHUS IMOCTOSTHHOW KOHIIEHTpAIlMd PUTOHABHpAa B KPOBU
NPUBOANT K yBennueHHI0 Cmax cuienadmia va 300 % (B 4 paza), a AUC na 1000 % (B 11 pa3).
Yepe3 24 yaca KOHLEHTpalus cuiieHaduia B IUla3Me KpOBH cocTaBisgeT okojio 200 Hr/mi
(mocne OJHOKPAaTHOrO MPHUMEHEHHUs] OJHOro cuwineHaguiaa — 5 HI/MiI). DTO coryiacyercss ¢
sd¢dekToM pUTOHABHpa HaA MIMPOKUH Juama3oH cyOcTpaToB cHCTeMbl LuToxpoma P450.
Cungenadgun He BiIMAeT Ha (QapMaKOKHMHETHKY pUTOHABUpA. YUWTHIBas O3TU JaHHBIE,
OJTHOBPEMEHHBI NpHUEM pHUTOHaBHpa M cuwijeHaduiaa mpoTHBoNokazaH. Eciau cunaeHadun
IPUHUMAIOT B PEKOMEHAYEMBIX [103aX IMALIUEHTHI, IOJYYalOUIME OAHOBPEMEHHO CHJIbHbBIE
unruoutopel uzopepmenta CYP3A4, 1o Cmax cBOOOAHOrO cuijeHaduiaa HE MPEBbIIIAET

200 #M, wu mpemapar Xopomio mepeHocutTcs. OTHOKpaTHBIM MpHEM aHTauaa (MarHus
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TUAPOKCH/IA/ATFOMUHUS THAPOKCH 1) HE BIUSAET HAa OMOJOCTYITHOCTh CHiIIeHaduIIa.
WNuruburoper m3opepmenta CYP2C9 (tonbyramup, Bapdapun), uzopepmenta CYP2D6
(CenmeKTUBHBIE ~ HMHTUOWTOPHI ~ OOpaTHOro  3axBaTa  CEPOTOHMHA,  TPULUKINYCCKHUE
AQHTHUJICTIPECCAHTHI), THUA3MJHBIE M THUA3UAONONOOHBIE NIUypeTUKH, HUHruoutopsr AllD u
AQHTarOHUCTHl KalblIMsl HE OKa3blBalOT BIMAHUA Ha (apMaKOKMHETUKY CHIIIeHaduIa.
Asutrpomunma (500 mr/cyt B Teuenue 3 mnei) He okaspiBaeT BIUSHUSA HA AUC, Cmax, Tmax,
KOHCTAaHTY CKOpPOCTH BbIBeJIeHHA W T12 cuigeHaduia Wil €ro OCHOBHOTO IHMPKYIUPYIOIIEro
MeTabonuTa.

[Ipu OmMHOBpEeMEHHOM NPHUMEHEHHUH ¢ Oo3eHTaHOM (MHIyKTOpoM u3odepmeHToB CYP3A4,
CYP2C9) ormeuanocy cHmwkeHne AUC u Cmax cungenadpuna Ha 62,6 % u 524 %
COOTBETCTBEHHO.

[Ipenmonaraercs, 4To OJHOBPEMEHHOE NMPUMEHEHUE CHIJeHa(Ia C MOIIHBIMU MHIYKTOPaMH
uzopepmenta CYP3A4, Takumu Kak pru(amMnuirH, MOKET MPUBOAUTH K OOJBIIEMY CHUKEHUIO
KOHIICHTPALMH CUjIieHa(uIIa B I1a3Me KPOBH.

Brusanue cunoenaghuna na opyaue iekapcmeenHvle cpeocmea

Cungenadui sBiseTcs c1adblM HHTUOUTOPOM HM30(hepMEHTOB cucTeMBbI iuToxpoma P450 — 1A2,
2C9, 2C19, 2D6, 2E1 u 3A4 (UKso >150 wmxmonw). Ilpu mnpueme cunaenadpuna B
pexkoMeHayeMbIX 103aX €ro Cmax COCTABISET OKOJIO 1 MKMOJb, MO3TOMY MaJIOBEPOSTHO, YTO
cuiieHa(rIT MOKET MOBJIUATH Ha KIMPEHC CyOCTPAaTOB ATHX H30()EPMEHTOB.

Cungenadun ycunuBaeT TUIIOTEH3UBHOE IEHCTBUE HUTPATOB KaK MPHU JATUTEILHOM PUMEHEHUN
MOCNEAHNX, TaK ¥ MPU UX HA3HAYEHHUH MO OCTPHIM MOKa3aHUsM. B CBS3M ¢ 3TUM, MpUMEHEHHE
cuijieHaduIa B COUETaHUU C HUTPaTaMM WJIM IOHATOPaMU OKCHJA a30Ta MPOTHUBOIOKA3aHO.

[Tpu ogHOBpEMEHHOM IIpHUEME O-aJIpeHOo0I0KaTopa JA0Kca3o3uHa (4 Mr u 8§ mMr) u cuiaeHaduina
(25 mr, 50 mr u 100 Mr) y manueHTOB ¢ JOOpOKAaYeCTBEHHOM TUMEepIia3ueil MpocTaThl CO
CTaOUITBHOM TeMOJMHAMHKOM cpenHee JIOTIOJTHUTEIIbHOE CHUXKEHUE
CUCTOJIMYECKOI0/TUACTOIMYECKOT0 apTepUaibHOIO JIaBJICHUS B TOJOXKEHUM JIeKa Ha CIUHE
COCTaBJISUIO 7/7 MM PT. CT., 9/5 MM pT. CT. ¥ 8/4 MM PT. CT. COOTBETCTBEHHO, a B IMIOJIOKEHUH CTOS
- 6/6 MM pr. cT., 11/4 MM pT. cT. U 4/5 MM PT. cT. cooTBeTcTBeHHO. Co00IIaeTcs 0 peaKux
CIy4asiX pa3BUTHS Yy TaKUX TMAIUEHTOB CUMITOMATHYECKOW TMOCTypajibHOW THIOTEH3UH,
MIPOSIBJISIBIIICHCSL B BUJIE TOJIOBOKPY)KEHHU (0€3 00MOpoka). Y OTACIBbHBIX YyBCTBHUTEIHHBIX
MAIMEHTOB, MOJYYaroluX O0-aApeHOOI0OKaTOPhl, OJHOBPEMEHHOE NpHUMEHEHUe cuiaeHaduna
MO>KET MPUBECTH K CHMIITOMATUYECKOW TUTIOTEH3UH.

OnHoBpeMeHHOE TpUMEHEHUEe cuiijieHaduia B paBHOBeCHOM coctosiHuu (80 Mr Tpu pasa B
cytkn) npuBouT K yBenuueHut0o AUC u Cmax 003eHTaHa (125 Mr 11Ba pasa B cytkn) Ha 49,8 % u

42 % COOTBETCTBEHHO.
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[Ipu3HaKoB 3HAYMTEIHLHOTO B3aWMOJEHCTBHS C TonOyramuaom (250 Mr) wim BapdapuHOM
(40 wmr), koTopsie MeTabou3upyrorcs uzopepmerrom CYP2CY, He BBIsSBICHO.

Cunnmenapun (100 mr) He oOxa3piBaeT BIUSHUS Ha (APMAKOKUHETUKY WHTHOUTOPOB
BUY-niporeasbl, cakBUHaBUpA W PUTOHABUPA, SBISIIOMIMXCA CyOcTparamMu u30(pepMeHTa
CYP3A4, npu ux OCTOSHHOM YPOBHE B KPOBH.

Cunnenaduin (50 Mr) He BBI3BIBACT AOMOJHUTEIBHOTO YBEIMUCHHS BPEMEHU KPOBOTCUCHHS TPH
npueMe aneTUiICAIUIMIOBON KucinoTsl (150 mr).

Cungenadgun (50 Mr) He yCWIMBAeT THUIOTEH3MBHOE JCMCTBHE aJKOTOJS Y 30POBBIX
TOOPOBOJIBIIEB NMPU MAaKCHUMAallbHOM KOHILIEHTpaluuu ankorojii B KpoBu B cpeaHem 0,08 %
(80 mr/mm).

Y nauuMeHToB C apTepUANbHOW THIEPTEH3MEH NPU3HAKOB B3aWMOJCHCTBUA CcHigeHaduIa
(100 Mr) ¢ amnogunMHOM He BbIsIBIEHO. CpellHee AOMOIHUTENbHOE CHIDKeHNE Al B MONTOXKEHUH
Jexa CcocTaBisieT 8§ MM PT. CT. (CHCTOJMYECKOT0) MU 7 MM PT. CT. (AMACTOIUYECKOTO).
[Ipumenenne cunaeHaduia B COYETAaHHMH C TUIOTEH3WBHBIMU TIpeniapaTaMyd HE MPHUBOIUT K

BO3HHUKHOBCHUIO JOIIOJTHUTCIBHBIX HEXCIATCIbHBIX pCaKHI/Iﬁ.

Oco0ble yka3anus

Jlns IMarHOCTUKY HapyUIEHWH OSPEKIMH, OIpEeIeieHUS WX BO3MOXKHBIX IMPUYMH M BBIOOpa
QJICKBaTHOTO JICUEHHUS HEOOXOOMMO COOpaTh TOJNHBIA MEAWIMHCKUN aHaMHEe3 W TPOBECTH
THIaTeNbHOE (QU3UKaIbHOE oOcnenoBanue. CpencTBa JIEUCHUS SPEKTWIBHON AUCHYHKIMA
JIOJDKHBI HMCHOJIB30BATHCS C OCTOPOXKHOCTBIO Y TALIMEHTOB C aHATOMUYECKOH nedopmarment
MIOJIOBOTO 4WiIEHA (AHTYNSLHUs, KaBepHO3HBIH (uOpo3, 6one3np Ileiiponn) umm y manueHToOB C
dakTopamMu puCKa pa3BUTHS MpuUanu3Ma (CEpHOBHUIHOKICTOYHAS AHEMHS, MHOYKECTBEHHAas
MHUeTIoMa, JIEHKeMusl).

Coobmanocs 0 ciay4asx pa3BUTHs AJUTEIBHON SpEeKLUUU U MpuanusMma. B ciydae coxpaHeHUs
SpeKLUUH B TeueHHe Oosiee 4 4YacoB cieayeT HEMEMJICHHO OOpaTUThCS 3a METUIMHCKOMN
TIOMOIIIBIO.

Ecmu Tepanus mpuanu3Ma He ObUIa TPOBENEHA HEMEIUICHHO, 3TO MOXET NPUBECTH K
HOBPEXJICHUIO TKaHEH MM0JI0OBOTo YjeHa U HeoOpaTUMOM yTpare MOTEHIIHH.

[Ipenapatsl, npenHa3Hau€HHbIC JUIS JIEUEHUS HApYIIEHUH SPEKLIMH, HE CleAyeT Ha3HadaTh
MYXXYHAHAM, JUII KOTOPBIX CEKCyalbHas akTHBHOCTH HEXeJlaTeIbHa.

CekcyanbHasi aKTHBHOCTh NPEACTABISIET ONPEACICHHBIM PUCK TNPH HAJHMYUU 3a00JeBaHUI
cepAla, MOITOMY Iepes]] HayajloM JH00O0H Tepanmuu MO MOBOAY HAPYUICHUH SPEKUUU Bpady
clleflyeT HamnpaBUTh MallMeHTa Ha OO0CIEeI0BaHME COCTOSHHS CepAEYHO-COCYIUCTONH CHUCTEMBI.
CekcyanbHasi aKTHBHOCTH HEXKeJaTelbHAa y TMAlMEHTOB C CEPACYHOH HEIO0CTaTOYHOCTHIO,

HECTAOMJIHPHOM CTEHOKApAMEH, MepEeHEeCeHHBIM B MocieaHue 6 mecsieB nH(apKToM MUOKapia
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WIM  HWHCYJIBTOM, JKU3HEYIPOKAIOIIMMHU  apUTMUSIMH, apTEpUANbHONM  THIEpTeH3UEH
(A > 170/100 mm pt. cr.) unu runorensueit (AJl < 90/50 mm pr. cT.). B KInmHHYECKHX
WCCJICIOBAHMSIX TIOKa3aHO OTCYTCTBHE pA3JIMYUN B YacTOTE pa3BUTHS HH(aApKTa MHOKapa
(1,1 ma 100 gemoBek B roj) WM 4acTOTE€ CMEPTHOCTH OT CEPIACYHO-COCYIUCTHIX 3a00eBaHUI
(0,3 ma 100 dvemoBek B TOJ) y IMAIMEHTOB, TMOJYYaBIIUX CHJACHAPUI, MO CPaBHEHHUIO C
MAIUEHTaMH, TTOTy4aBITUMHU TU1aIe6o0.

OcnodtcHenus co CmopoHsvl cepOedHo-coCyOUCMOU CUCTEMbL

B xozme mnocTperucTpalMoOHHOTO MpPUMEHEHHUs cuiaeHaduna i JICUEHUS SPEKTHIbHOMN
TUCOYHKIIMM COOOIIAIOCh O TaKUX HEXENATENbHBIX PEaKIUsiX, KaK TSDKEIble OCIOXKHEHUS CO
CTOPOHBI  CEPJCYHO-COCYIUCTOM cuUCTeMBbl (B T.4. HWHGApPKT MHOKapAa, HecTabuibHas
CTEHOKapAusi, BHE3aMHas CepACYHasl CMEpPTb, KEIYJOUKOBAas apUTMHs, TeMOpPparuvyecKuit
WHCYJIbT, TPAH3UTOpPHAs MIEMHUYECKas aTaka, TUIEPTEH3US M TUIOTEH3Us), KOTOPbIE HMMEIH
BPEMEHHYIO CBSI3b C MIPUMEHEHUEM cuiifieHaduia. BoabIIMHCTBO STUX MAIIMEHTOB, HO HE BCE U3
HUX, IMEJTH (aKTOPhI PUCKA OCIIOKHEHHI CO CTOPOHBI CEpACUYHO-COCYIUCTON CHCTeMbl. MHOTHE
U3 YKa3aHHbBIX HEKENAaTeJIbHBIX PEeaKkIil HaOII0Jaluch BCKOPE MOCIE CEKCYalbHOM aKTUBHOCTH,
¥ HEKOTOPBIE M3 HUX OTMEYAIIMCh MOCIe MpueMa cuiaeHaduna 6e3 mocueayroieil cekcyalbHON
aKTUBHOCTH. He mpeacraBisieTcss BO3MOXKHBIM YCTAHOBHTH HAIMYUE MPSMOU CBS3H MEXKIY
OTMEYABIIMMHUCS HEXKEJIATSIbHBIMU PEAKIUSIMH M YKa3aHHBIMU WJIM UHBIMU (DAKTOPAMH.
Apmepuanvrnasn cunomen3us

Cungenadun oOKa3blBaeT CHCTEMHOE Ba3OJQWIAaTUpYIOLlee JACWCTBHE, MpHUBOJALIEE K
npexojsuemMy CcHkKeHuo AJl, 4To He sBIsSeTCs KIMHUYECKH 3HAYUMBIM SBJICHUEM U HE
MPUBOAUT K KaKUM-JIMOO TOCIEICTBUSIM y OOJBIIMHCTBA TAaIlMEHTOB. TeM He MeHee, /0
Ha3HA4YeHMs CrIIeHadua Bpad TOKEeH TIIATEIbHO OLICHUTh PUCK BO3ZMOXKHBIX HEXKeNaTeIbHBIX
NpOSIBJICHUN  Ba3OJWIATUPYIOUIETO  JCHCTBUS y  MAlMEHTOB C  COOTBETCTBYIOIIMMH
3a0051eBaHUSMH, OCOOEHHO Ha ()OHE CeKCyalnbHON aKTUBHOCTH. [IOBbINIEHHAs BOCTIPUUMYHBOCTH
K Ba3oJAMJaTaTopaM HaOJIOaeTcsi y MAalMEeHTOB C OOCTPYKLHMEH BBIXOJAHOIO TpPaKTa JIEBOTO
JKely04uKa (CTeHO3 aopThl, TUIEPTpopHUUecKasi 0OCTPYKTHBHAS KapIUOMMOIIATHUS), a TaKXKe C
PENKO BCTPEYAIOIIMMCS CHHAPOMOM MHOXKECTBEHHOH CUCTEeMHOW aTpoduu, MPOSBISIOIIUMCS
TSOKETBIM  HapylmieHueM peryiasiuud  AJ[ co CTOpOHBI BEreTaTMBHOM HEPBHOM CHCTEMBI.
[TockonbKy COBMECTHOE IPUMEHEHUE CHIIIeHapIIa U 0-aApeHO0I0KAaTOPOB MOKET MPUBECTU K
CUMITTOMATUYECKON THIOTEH3UHU Y OT/IEIbHBIX YyBCTBUTEIBHBIX MAIMEHTOB, IIPeNapar CiaeayeT
C OCTOpPOKHOCTBIO Ha3HAYaTh MalME€HTaM, MPUHUMAIOIIMM O-aJApEHOOIOKATOPHl (CM. paszaen
«B3auMoselicTBue ¢ APYrUMHU JEKAPCTBEHHBIMU CpEACTBaMU»). UTOOBI CBECTH K MUHUMYMY
PHUCK Pa3BUTHS MOCTYpPATbHON TUIOTEH3WH Yy TAIMEHTOB, MPUHUMAIOIINUX O-apPEHOOIOKATOPHI,

ImpueMm CI/IJ'IJIeHa(i)I/IJ'Ia CJICAYCT HAYUMHATHh TOJIBKO ITOCJIE JOCTUKCHUA CTa6I/IJ'II/ISaHI/II/I nokasarelei
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FeMOJUHAMUKHU y 3THX HanueHToB. ClenyeT TakkKe pacCMOTPETh 11e1eCO00pa3HOCTh CHIKEHUS
HAYaIbHOW 103l cuiieHaduna. Bpau momkeH mpouH(DOPMHUPOBATH MAIMEHTOB O TOM, KaKUE
JENCTBUA CclleAyeT NPEAIPUHSTD B CIydae MOSBICHUS CUMIITOMOB IIOCTYPaJIbHON THIIOTEH3UH.
3pumenvuvle HapyuieHus

B penxkux caywdasx BO Bpems IpUMEHEHUsS Bcex HHruoutopoB DJID5, B Tom umcie
cungeHaduia, cooOmanoch O BO3HHUKHOBEHHUM HEAPTEPUUTHOW MEpeIHEN HIIeMUYECKON
Heiponatun 3putenabHoro Hepsa (HIIMH3H) - peakom 3aboieBaHrny ¥ IPUYMHE CHUKEHUS WA
noTepu 3peHus. Y OONBIIMHCTBA M3 ATUX MNAIlMEHTOB ObUIM (DAKTOPBI pHCKAa, B YaCTHOCTH,
CHI)KCHHME OTHOUICHMSI TUAMETPOB OJKCKaBallUM W JHMCKa 3PUTEIBHOrO0 HepBa («3acCTOWHBIN
JICK»), Bo3pacT crapiie 50 yet, caxapHblil [ualeT, apTepuanbHas TUIEPTEH3US, NIIEMUYecKast
0ose3Hb cepala, runepaunuaeMus U Kypenue. CrieayeT peKOMEeH10BaTh MalMeHTaM B cllydae
BHE3AIHOM TMOTepU 3PEHUS TPEKpaTUTh TEpanuio CUIAeHapUiIOM U  HEMEIJIEHHO
MIPOKOHCYJIbTUPOBATHCS C BPAUOM.

Jluua, y xotopeix yxe 0bu1 ciydait HIIMH3H, nmeroT noBeimennsiid puck peuuausa HITMH3H.
[TosTOMy Bpauy cieayer oOCyIuTh JaHHBIA PUCK C TAKUMH MMAlMEHTaMH, a TaKkKe 0O0CYIUTh C
HAMH TIOTCHIMAJIbHBIA IIIaHC HEOJarompusTHOrO BoO3JaeWcTBHs MHruouTopoB DJID5.
Wurubutoper @J125, B ToM uucie cungeHadui, y TaKUX HAIMEHTOB CIEAYyeT MPUMEHSTH C
OCTOPOXKHOCTBIO U TOJIbKO B CHUTYyallUsIX, KOIJA OKUJaemasl I0jb3a IPEBBINIAET PUCK. Y
nanuentoB ¢ smu3ogamu passutus HIIMH3H ¢ mortepeit 3penust B ogHOM Trjazy Mpuem
cunneHaduiaa MPOTUBOMOKAa3aH. Y HEOONBIIOr0 4HClIa MAllMeHTOB C HACJIEACTBEHHBIM
MUTMEHTHBIM PETUHUTOM HMEIOTCS T€HETHYECKH IeTepPMUHUPOBAHHBIC HapyIICHUs (YHKIIH
dochoamdcrepas ceryarku ria3za. CBelneHus O 0€30MaCHOCTH TPUMEHEHUs cuiijaeHaduna y
MAalMeHTOB C MUTMEHTHBIM PETHHUTOM OTCYTCTBYIOT, NMPUEM CHIIICHa(uUIa TaKUM TalMeHTaM
MPOTHUBOIIOKA3aH.

Hapywenus cnyxa

B HEKOTOpBIX MOCTPEruCTPallMOHHBIX U KIMHUYECKUX HCCIIETOBAHUSIX COOOIIAETCS O Cllydasx
BHE3AIMHOTO YXYALIEHUS WU MOTEPH ClyXa, CBA3AHHBIX C NPUMEHEHHUEM BCEX WHIMOHUTOpPOB
®J[D5, Bkmouas cuingeHapwil. BONBIIMHCTBO ASTUX TMAlMEHTOB HMENTH (AKTOpPBl pHCKa
BHE3AIIHOTO YXYALICHUS WM TOTepH chyxa. [IpUUMHHO-CIEACTBEHHONW CBSI3U MEXAY
npyUMeHeHneM MHruoutopoB ®JID5 U BHE3aNHBIM yXyIUIEHHUEM CllyXa WJIM MOTEpeH ciiyxa He
yCTaHOBJEHO. B ciyyae BHe3amHOro yXyJAllleHUs ciyXa WM MOTEepH ciiyXxa Ha (oHe mpuema
cuiieHaduIa cIeayeT HeMeUICHHO MPOKOHCYIBTHPOBATHCS C BPAUOM.

Kposomeuenus

Cungenadui ycuJIMBaeT aHTHArperaHTHbIM 3pPexT HUTpomnpyccuia HaTpUs, TOHATOpAa OKCHIA

a30Ta, Ha TPOMOOIIMTHI YestoBeKa in Vitro. Jlanusie 0 6€30MacHOCTH MPUMEHEHHS CuiIeHaduIa y
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MAIMEHTOB CO CKJIOHHOCTHIO K KPOBOTOUHMBOCTH MM OOOCTPEHUEM S3BEHHOM OOJIE3HU KelyaKa
U 12-mepCTHON KHIIKH OTCYTCTBYIOT, MOATOMY CHJJIGHAQUI y OSTHUX TNAIMEHTOB CIEAyeT
MPUMEHATh C OCTOPOYKHOCTBIO. YacToTa HOCOBBIX KPOBOTEYEHUW Yy IMALMEHTOB C JIETOYHOU
TUIepTeH3neH, CBA3aHHOM ¢ nudPy3HbIMU 3200J€BAaHUSIMU COSTUHUTENILHOM TKaHH, ObLjIa BBIIIE
(cunpenadun 12,9 %, miane6o 0 %), 4yeM y MalMEeHTOB C NMEPBUYHOMN JIETOYHON apTepHalbHOM
runeprensueit (cwinenadpun 3,0 %, mwiane6o 2,4 %). Y manueHToB, MOTy4YaBIINX CUieHaduI B
COUYETaHWH C aHTArOHKCTOM BUTaMuHa K, yacToTa HOCOBBIX KpoBOTeUeHUH Oblia BhIe (8,8 %),
YeM Y MalleHTOB, He MPUHUMAaBIIKUX aHTaronuct ButamuHa K (1,7 %).

Ilpumenenue coemecmmno ¢ Opy2umu cpeocmseamu jledeHus HapyueHull dpexyuu

BbezonacHocTh U 3 PEeKTUBHOCTD CHiIeHa(UIa COBMECTHO ¢ ApyruMu umHTHOMTOopamu D25
WM APYTUMHM IpernapaTtaMu IJisl JICUSHUS JIETOYHOU apTepUaibHON TUIIEPTEH3UU, COACPKATUMU
cuiieHaduI, WIK APYTUMHU CPEICTBAMU JICYCHHS HAPYIICHUH SPEKIH HE U3Y4aluCh, TOITOMY

IMPUMCHCHHC HOI[O6HBIX KOM6I/IH3.I_II/II‘/'I IIPOTHBOIIOKA3aHO.

Binsinne Ha cIOCOOHOCTH YIIPABJISATH TPAHCIIOPTHBIMHU CPEJACTBAMM, MEXaHU3MAMH

[lpuem cunneHaduia OKa3bpIBaeT HE3HAUYMTENLHOE BIMSHUE HA CIIOCOOHOCTH YIIPABIATH
TPAHCHOPTHBIMU CPEICTBAMU, MEXaHU3MaMHU.

[Tockonbky mnpu npueme cuieHaduiaa BO3MOXKHO pa3BUTHE TOJIOBOKPYXEHUS, CHUKEHUE
apTepHaJIbHOTO JABJICHUS, PAa3BUTHUE XPOMATOICHUM, 3aTYMAaHEHHOTO 3PEHUsS M TOJOOHBIX
HEe)KENMATeNbHBIX  pEeaKknuid, cleayeT  CcoONIIoJaTh  OCTOPOXKHOCTH  IIPU  YIPABJICHUH
TPAHCHOPTHBIMHM CPEACTBAMU U 3aHATHSX JPYTUMH TOTEHLHUAIbHO ONAaCHBIMH BHJaMH
NeSITeIbHOCTH, TpPeOYIOIIMMHU TOBBIIMIEHHONM KOHLEHTpPAlMM BHUMaHUS U OBICTPOTHI
NICUXOMOTOPHBIX peakiuil. Taxxke cieayer BHUMATENbHO OTHOCUTHCS K WHIUBUAYaTbHOMY
JEHCTBUIO Mpernapara B yKa3aHHBIX CUTYallUsX, OCOOCHHO B HayaJye JICUEHUS! U IPU U3MEHEHHUU

peKuMa nNO3NUPOBaAHUA.

dopMa BbINIYCKa

TabneTku, MOKPHITHIE TNIEHOYHOU 0000uKO0i, 50 Mr, 100 Mmr.

[To 1 Tabnerke B makeTHK (caie) U3 MIEHKU KOMOMHUPOBAHHON HA OCHOBE MOJIMMEPHBIX TIEHOK
U (QOJIbIY ATFOMUHHUEBOM.

ITo 1, 4, 6, 8, 10, 15 unu 20 TalneTok B KOHTYPHYIO SUYEHKOBYIO YIAKOBKY M3 IUIEHKU
MOJIMBUHUJIXJIOPUAHON U TMOKOW yIaKOBKH, U3TOTOBJIEHHOW Ha OCHOBE (DOJBIU aIFOMUHHUEBOM.
Ilo1,2,3,4,5,6,7,8,9, 10, 15, 20, 25, 30, 40, 50 naketukoB (cauie) wiu o 1, 2, 3,4, 5, 6
KOHTYPHBIX SYEHKOBBIX YIIaKOBOK BMECTE C MHCTPYKLMEHN 110 MPUMEHEHHUIO TOMEIIAIOT B MMAYKY

H3 KapTOHaA.
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YcaoBusi XxpaHeHust
XpaHuTh 1pu TeMreparype He Boie 25 °C.

XpaHUTb B HEIOCTYITHOM JUIs IETEU MeCTe.

Cpox rogHocTu
3 rona.

He IMPUMCHATH 11O UCTCUCHUHN CPOKA 'OAHOCTHU, YKA3aHHOI'O HAa YITAKOBKC.

YcaoBus ornycka

OTnycKaroT MO PeLenTy.

Baagesen perucrpanmuonHoro yaocropepenusi / IlpoumsBoaurenr / Opranuszanus,
NMPUHUMAKIIAA IPETEeH3UN OT MoTpeduTeei

3A0 «9Banapy, Poccusi,

659332, Anraiickuii kpaii, r. buiick, yn. Counanucrtuueckas, 23/6,

tei./pakc (3854) 39-00-50.
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